We are thankful to Drs Roldán, Marín, and Lip for their interest in our study. 1 We agree that the pathophysiology of postoperative atrial fibrillation (AF) is complex and likely involves interactions among surgical trauma, activation of the inflammatory response, preexisting atrial pathology, and specific triggers. Elevated plasminogen activator inhibitor-1 (PAI-1) levels may reflect augmented transcriptional activation and secretion by many molecules, including insulin, proinsulin-like molecules, glucose, very-low-density lipoprotein, and angiotensin II. 2 In our study, PAI-1 significantly correlated with age and body mass index. PAI-1 remained an independent predictor of postoperative AF even after we controlled for possible confounding factors, including body mass index and history of diabetes. We do not claim a direct causal role for PAI-1 in the development of postoperative AF, but we hypothesize that an important action of elevated preoperative PAI-1 may be to promote fibrosis through a decrease in extracellular matrix degradation. Matrix metalloproteinase-9 was measured immediately after cardiopulmonary bypass in our study and may not reflect matrix metalloproteinase-9 concentrations at other time points. That elevated PAI-1 predicted postoperative AF raised the hypothesis that drugs that decrease PAI-1 could influence the risk of postoperative AF. One such class of drugs is the angiotensin-converting enzyme inhibitors, which decrease the risk of AF in patients with left ventricular dysfunction. 3 Statins also decrease PAI-1 4 and have been shown to reduce postoperative AF. 5 Thus, we agree that the finding that elevated PAI-1 predicts postoperative AF merits further mechanistic study with a view to improved prophylaxis.
